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Dear Coordinator: »
SECAP-0025

On behalf of the Regulatee and pursuant to Unit II B.1.b. and Unit II C of the
6/28/91CAP Agreement, E.I. Du Pont de Nemours and Co. hereby submits (in triplicate) the
attached studies. Submission of this' information is voluntary and is occasioned by unilateral
changes in EPA's standard as to what EPA now considers as reportable information.
Regulatee's submission of information is made solely in response to the new EPA §8(e)
reporting standards and is not an admission: (1) of TSCA violation or liability; (2) that
Regulatee's activities with the study compounds reasonably support a conclusion of substantial

health or environmental risk or (3) that the studies themselves reasonably support a conclusion
of substantial health or environmental risk.

The “Reporting Guide™ creates new TSCA 8(e) repomng criteria which were not
previously announced by EPA in its 1978 Stateme eme
43 Fed Reg 11110 (March 16, 1978). The “Reportmg Gmde states cntena which expands
upon and conflicts with the 1978 Statement of Interpretation. Absent amendment of the

Statement of Interpretation, the informal issuance of the ‘‘Reporting Guide” raises significant
due processes issues and clouds the appropriate reporting standard by which regulated persons

can assure TSCA Section 8(e) compliance.

Counsel

Legal D-7158

1007 Market Street
Wilmington, DE 19898
(302) 774-6443
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ATTACHMENT 1

Submission of information is made under the 6/28/91 CAP Agreement,
Unit II.  This submission is made voluntarily and is occasioned by recent
changes in EPA's TSCA §8(e) reporting standard; such changes made, for
the first time in 1991 and 1992 without prior notice and in violation of
Regulatee's constitutional due process rights. Regulatee's submission of
information under this changed standard is not a waiver of its due process
rights; an admission of TSCA violation or liability, or an admission that
Regulatee's activities with the study compounds reasonably support a
conclusion of substantial risk to health or to the environment. Regulatee has
historically relied in good faith upon the 1978 Statement of Interpretation and
Enforcement Policy criteria for determining whether study information is
reportable under TSCA §8(e), 43 Fed Reg 11110 (March 16, 1978). EPA

has not, to date, amended this Statement of Interpretation.

After CAP registration, EPA provided the Regulatee the
June 1, 1991 "TSCA Section 8(e) Reporting Guide". This "Guide" has been
further amended by EPA, EPA letter, April 10, 1992. EPA has not indicated
that the "Reporting Guide" or the April 1992 amendment supersedes the
1978 Statement of Interpretation. The "Reporting Guide" and April 1992
amendment substantively lowers the Statem fl retation 's TSCA
§8(e) reporting standard?. This is particularly troublesome as the "Reporting
Guide" states criteria, applied retroactively, which expands upon and
conflicts with the Statement of Interpretation.? Absent amendment of the

Statement of Interpretation, the informal issuance of the "Reporting Guide"
and the April 1992 amendment clouds the appropriate standard by which

regulated persons must assess information for purposes of TSCA §8(e).

2In sharp contrast to the Agency's 1977 and 1978 actions to soliciting public comment on the proposed
and final §R(e) Policy, EPA has unilaterally pronounced §8(e) substantive reporting criteria in the 1991
Section 8(e) Guide without public notice and comment, See 42 Fed Reg 45362 (9/9/77), "Notification of
Substantial Risk under Section 8(e): Proposed Guidance".

3A comparison of the 1978 Statement of Ipterpretation and the 1992 "Reporting Guide” is a appended.




Throughout the CAP, EPA has mischaracterized the 1991 guidance as
reflecting "longstanding” EPA policy concerning the standards by which
toxicity information should be reviewed for purposes of §8(e) compliance.
Regulatee recognizes that experience with the 1978 Statement of
Interpretation may cause a review of its criteri. Regulatee supports and has
no objection to the Agency's amending reporting criteria provided that such
amendment is not applied to the regulated community in an unfair way.
However, with the unilateral announcement of the CAP under the auspices of
an OCM enforcement proceeding, EPA has wrought a terrific unfairness
since much of the criteria EPA has espoused in the June 1991 Reporting
Guide and in the Agency's April 2, 1992 amendment is new criteria which

does not.exist in the 1978 Statement of Interpretation and Enforcement

Policy.

The following examples of new criteria contained in the "Reporting

Guide" that is not contained in the Statement of Interpretation follow:

© even though EPA expressly disclaims each "status report” as being preliminary
evaluations that should pot be regarded as final EPA policy or intent4, the "Reporting
Guide” gives the "status reports” great weight as "sound and adequate basis” from
which to determine mandatory reporting obligations. ("Guide" at page 20).

o the "Reporting Guide” contains a matrix that establishes new numerical reporting
"cutoff™ concentrations for acute lethality information ("Guide” at p. 31). Neither
this matrix nor the cutoff values theremn are contained in the Statement of
Interpretation. The regulated community was not made aware of these cutoff values
prior to issuance of the "Reporting Guide” i June, 1991.

othe "Reporting Guide" states new specific definitional criteria with which the Agency,
for the first ime, defines as 'distinguishable neurotoxicological effects'; such

criteria/guidance not expressed in the 1978 Statement of Interpretation.”;

othe "Reporting Guide” provides new review/ reporting criteria for irritation and
sensitization studies; such criteria not previously found in the 1978 Statement of

terpretation/Enforc cy.

othe "Reporting Guide™ publicizes certain EPA Q/A criteria issned to the Monsanto
Co. in 1989 which are not in the Statement of Interpretation; bave never been
published in the Federal Register or distributed by the EPA to the Regulatee. Such
Q/A establishes new reporting criteria not previously found in the 1978 Statement of
etaty o) (+] .

4The ‘status reports’ address the significance, if any, of particular information reported to the Agency,
rather than stating EPA's interpretation of §8(e) reporting criteria. In the infrequent instances in which the
status reports contain discussion of reportability, the analysis is invariably quite limited, without
substantial supporting scientific or legal rationale.

5 See, e.g, 10/2/91 letter from Du Pont to EPA regarding the definition of 'serious and prolonged
effects’ as this term may relate to transient anesthetic effects observed at lethal Jevels; 10/1/91 letter from
the American Petroleum Institute to EPA regarding clarification of the Reporting Guide criteria.




In discharging its responsibilities, an administrative agency must give
the regulated community fair and adequate warning to as
what constitutes noncompliance for which penalties may be assessed.

Among the myriad applications of the due process clause is the fundamental principle
that statutes and regulations which purport to govern conduct must give an adequate
warning of what they command or forbid.... Even & regulation which governs
purely economic or commercial activities, if its violation can engender penalties,
must be so framed as to provide a constitutionally adequate warning to those whose
activities are governed.

Diebold, Inc. v, Marshall, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978). See

also, Rolli nv mn rvi v. U, vironmen
Protection Agency, 937 F. 2d 649 (D.C. Cir. 1991).

While neither the are rules, This principle has been applied to hold
that agency 'clarification’, such as the Statement of Interpretation, the
"Reporting Guide" nor the April 1992 amendments will not applied
retroactively.

...a federal court will not retroactively apply an unforeseeable interpretation of an
administrative regulation to the detriment of a regulated party on the theory that the
post hoc mterpretation asserted by the Agency is generally consistent with the
policies underlying the Agency's regulatory program, when the semantic meaning of
the regulations, as previously drafted and construed by the appropriate agency, does
not support the interpretation which that agency urges upon the court.

Standard Qil Co. v, Federal Energy Administration, 453 F. Supp. 203, 240

(N.D. Ohio 1978), aff'd sub nom. Standard Qil Co, v. Department of
Energy, 596 F.2d 1029 (Em. App. 1978):

The 1978 Statement of Interpretation does not provide adequate notice
of, and indeed conflicts with, the Agency's current position at §8(e) requires
reporting of all 'positive’ toxicological findings without
regard to an assessment of their relevance to human health. In accordance
with the statute, EPA's 1978 Statement of Interpretation requires the
regulated community to use scientific judgment to evaluate the significance of
toxicological findings and to determining whether they reasonably support a

conclusion of a substantial risk. Part V of the Statement of Interpretation

urges persons to consider "the fact or probability” of an effect's occurrence.
Similarly, the 1978 Statement of Interpretation stresses that an animal study
is reportable only when "it contains reliable evidence ascribing the effect to
the chemical.” 43 Fed Reg. at 11112, Moreover, EPA's Statement of
Interpretation defines the substantiality of risk as a function of both the
seriousness of the effect and the probability of its occurrence. 43 Fed Reg
11110 (1978). Earlier Agency interpretation also emphasized the
"substantial” nature of a §8(e) determination. See 42 Fed Reg 45362, 45363




(1977). [Section 8(e) findings require "extraordinary exposure to a chemical
substance...which critically imperil human health or the environment”].

The recently issued "Reporting Guide” and April 1992 Amendment
guidance requires reporting beyond and inconsistent
with that required by the Statement of Interpretation. Given the statute and
the Statement of Interpretation's explicit focus on substantial human or

environmental risk, whether a substance poses a "substantial risk” of injury
requires the application of scientific judgment to the available data on a case-
by-case basis.

If an overall weight-of-evidence analysis indicates that this
classification is unwarranted, reporting should be unnecessary under §8(e)
because the available data will not "reasonably support the conclusion” that
the chemical presents a substantial risk of serious adverse consequences to
human health,

Neither the legislative history of §8(e) nor the plain meaning of the
statute support EPA's recent lowering of the reporting threshold that TSCA
§8(e) was intended to be a sweeping information gathering mechanism. In
introducing the new version of the toxic substances legislation,
Representative Eckhart included for the record discussion of the specific
changes from the version of H. R. 10318 reported by the Consumer
Protection and Finance Subcommittee in December 1975. One of these
changes was to modify the standard for reporting under §8(e). The standard
in the House version was changed from "causes or contributes to an
unreasonable risk" to "causes or significantly contributes to a substantial
nisk”. This particular change was one of several made in TSCA §8 to avoid
placing an undue burden on the regulated community. The final changes to
focus the scope of Section 8(e) were made in the version reported by the
Conference Committee.

The word "substantial" means "considerable in importance, value,
degree, amount or extent”. Therefore, as generally understood, a
"substantial risk" is one which will affect a considerable number of people or
portion of the environment, will cause serious injury and is based on
reasonably sound scientific analysis or data. Support for the interpretation
can be found in a similar provision in the Consumer Product Safety Act.
Section 15 of the CPSA defines a "substantial product hazard" to be:

"a product defect which because of the pattern
of defect, the number of defective products
distributed in commerce, the severity of the
risk, or otherwise, creates a substantial risk
of injury to the public.”




Similarly, EPA has interpreted the word 'substantial’ as a quantitative
measurement. Thus, a 'substantial risk’ is a risk that can be quantified, See,
56 Fed Reg 32292, 32297 (7/15/91). Finally, since information pertinent to
the exposure of humans or the environment to chemical substances or
mixtures may be obtained by EPA through Sections 8(a) and 8(d) regardless
of the degree of potential risk, §8(e) has specialized function. Consequently,
information subject to §8(e) reporting should be of a type which would lead a
reasonable man to conclude that some type action was required immediately
to prevent injury to health or the environment.




Attachment
Companison:

Reporting triggers found in the 1978 "Statement of Interpretation/ Enforcement
Policy”,43 Fed Reg 11110 (3/16/78) and the June 1991 Section 8(e) Guide.

TEST TYPE 1978 POLICY New 1991 GUIDE
CRITERIA EXIST? CRITERIA EXIST?

ACUTE LETHALITY
Oral N} Y}
Dermal N} Y}
Inhalation (Vapors) ¥6 ¥y
aerosol N} Y}
dusts/ particles N} Y}
SKIN IRRITATION N Y8
SKIN SENSITIZATION (ANIMALS) N Y?
EYE IRRITATION N Y!0
SUBCHRONIC
(ORAL/DERMAL/INHALATION) N yll
REPRODUCTION STUDY N Y12
DEVELOPMENTAL TOX Y13 Y4

43 Fed Reg at 11114, comment 14
"This policy statements directs the reporitng of specifiec effects when unknown to the
Administrator. Many routine tests are based on a knowledge of toxicity associated with a
¢bemicalL unknown effects occurring during such a range test may have to be reported if
they are those of concern tot he Agency and if the information meets the criteria set forth in
Parts V and VIL."

"Guide at pp.22, 29-31.

8Guide at pp-34-36.

9Guide at pp-34-36.

10Guide at pp-34-36.

HGuide at pp-22; 36-37.

12Guide at pp-22

1543 Fed Reg at 11112
"Birth Defects” listed.

14Guide at pp-22




NEUROTOXICITY
CARCINOGENICITY
MUTAGENICITY

In Vitro
In Vivo

ENVIRONMENTAL
Bioaccumulation
Bioconcentration
Oct/water Part. Coeff.
Acute Fish

Acute Daphnia
Subchronic Fish
Subchronic Daphnia

Chronic Fish

AVIAN

Acute
Reproductive
Reprodcutive

15Guide at pp-23; 33-34.

1643 Fed Reg at 11112
"Cancer" listed
17Guyide at pp-21.

Y16

Y}18

Y}
Y}ZO

zZz 2z 27z Z

A A 4

1843 Fed Reg at 11112; 11115 at Comment 15

"Mutagenicity” listed/ in vivo vs invitro discussed; discussion of "Ames test”.

19Guide at pp-23.

2043 Fed Reg at 11112; 11115 at Comment 16.

yis

Y17

Y} 19
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CAS: 75-63-8

Chem: Bromotrifluoromethane

Title: Exposure to Rats of 80% Freon(r) 13B1 and 20% Oxygen
Date: 2/26/68

Summary of Effects: Unresponsive to sound and head bobbing

\0




ACUTE INIALATION TOXICTTY OF_BROMOTRTFLUQHOMETIANE

(FREON® 1311)

1. Expusure of Rats to Atmospheres ofi&b% Freon® 1381 and 20% Oxygcn

¢ 'Rj_ gn¢y,§roject No, 876
“Hagkell Laboratory Report No, 406-68

SUHNARY

, A total of 70 rats, in eloven exposurcs, have been exposcd to
atwospheres. contafning 80% Freon® 1311 and 207 oxygen., With one exception, the
expasures were all for four hourn, The varlous sawples of Freon® 1351 were
differentially enviched with "high" and "lov" boilers to glve comporite test
mixtures representative of those that would result from the extremes of process
conditions, ‘

Typically, the toat materfals cavsed fvrvegular lireathing, head
bohbing and unresponnfvencsn at the teet Ieveln, Three deaths oecurred,

The sanple enrichod with "naturally-occurringsfmpuritics” causcd the
only pathologie effects observed, In one experiment, 2/2 rats sacrificed 14 days
aftey exposure to an atwosphere containing 80% (v/v) of this material had heavier
thon normal lungs, This ¢ffect was not accompaniced by any obscrvable histo
pathologie effect,  When thin experiment was vepeated with ten rats, seven of
which were sacrifieed 14 dayn after exposure, 6/7 of the limg welpghts were
within the porwal range and the vatios of lung weight to body welght for all
seven were within norwal limfts at the 95% confidence level, However, three rats
died during this exposure,. Histopathologic evaluation of thefr tissves revealed
only polmonary hemorvhage and odemn, No histopathologic c¢ffects attributable
to the teat materfal were obaerved inany of the tissucs from the survivors that
were examined, '

In general, the results of theso testr are in agreement with thone
reported by Paulet (1), They also substantinte our asscssment of Freon® 1381 as
a material of low juhalation toxicity, Thoy also fndlcate that certaln
fluoroalkanes, which can oceur in the manufacture of Freon® 1311 by our present
process, are significontly more toxic than bromotriflueromcthanc, Thus current
speci fieation levela for fmpurities in Freon® 1381 for firce extingudshment une
should not be exceeded,




ACUTL JRIALATION TOXLGLAY. OF BRODOTELFLUOROHETHARE
(FREONT 13B1)

1. Exposurc of Rats tu Atmospheres of 807 Freon® 1381 and 207% Qxygen

ﬂod}cﬂ}‘ﬁgﬁguruh‘grpivr( Ko, 876
Haskel) laboratory Repert Ha, 66- G

ANTRODUCTION

CBremotvl tinoromethane (Freon® 1301, Vieon® 1381, F-1301, F-1311) isx
a candidate fire extingulehing ageut fn applications where 4t would function by
"flooding" the affected arca, Since it fs posnible that humans could be fn the
arcas "flouded”, §t wis dectded Lo carry out human exporures to the material,
A a g?ﬁ!ude to thene exposures, rats were expored to an mwosphere of 807

Freon™ 13B1/20% oxypen (v/v) for four hours,

HATERTALS

Inhalotfon exporares @ith rats were earrled out with four different

samplos of F=1381, The first sample used waw high purity commorcial waterial
(N=4363).  Tihin wan atypical material tn that 1 was purer than could be
expected from routine production, Connequently, a sceond kauple was preparcd
which wan corlehed with pure “high bollers® (H-4375), This wan followed by a
thivd sample (11-4455) enriched with pure "high boflers” and "low bollers” to
sfmulate material more representative of commercial production, These somples
were folloved by the fourth and Jast sample (H=4580) which wio made by combining
abtquots of P-1381 from varfour production runs, which were high in one or wore
fwpuritics, amd adding othey "pure” fupuritics, The aliquots of production
materlal uned to add the fmpurfties to make H=6580 vere sedected from runs
vepresenting extremes of process conditions so that all pogRible production
fwpuratfes vould be present,  This “naturally” fmpure sumple was subsequently

usied for human fnhalation exposures (2),

The composition of all samples s shown in Table 1,

The test sarples weite made up in the above way boecause all of the
comaery bl material avallable at the start of these studics was cither purer
than uaual or wvas rich o elther "high butlers® or “low bodlers” but not both,




PROCERLS R e | L

A, The liquid test material was metercd from the inverted cylinder
into a copper expansion coil heated at 60°C,  The gascous test
materinl (2.4 L/min.) and gascous ouygen (0.6 L/min,) were
scparately metered into a mixing chamber and then into the 16-

~ liter exposurc chamber. 8ix ChR-CH rats of initial body weipht
246-310 grows weie used per exposure, Each exposure lasted
four hours, Oxygen content was checked porfodically with a
Beekman portable oxygen meter, For cach of the teost materiols,
tvo rats were sacrificed for histopathologic evaluation at cach
of 1, 2 (3), 7 and 14 days after exposurc,

B, The conditions were alteved slightly dn a speclal exposure with
H-4580. PFor this four=lour expoture, ten ChR-CD ¥ats of Initial
body welght 291-314 grams were vued instead of six,  The [lov of
N=4580 was 4,0 L/min, and that of oxypgen vas 1,0 L/min, A vontrnl
group reccelved comparable flows of nitrogen and oxypen respoctively,
Survivors were sacrificed for hWistopathologic evaluation 14 days after
exposure,

CLIBLEAL RLSULTS

The ¢lindeal slgs and movtndfty ratfon for the varfous exponures asre
shiown fu Table 11, 3t can be scen that all samples couscd head bobbing,
“unresponsiveness and frregulanr breathing, In addition, apparent fucoordination
v peen durlng exporore to N-4455 and N=4560, Sitght salivation and a red
dincharpe around the eyen were cach ohserved durfug one or two exposures,
Recovery took 5-10 minaten after the end of (he exporure,  Very minor wefght
losres were frequently seen the first day after exposure,

Head bubbing has been observed proviounly with, e,p,, Freon® 21 at
Teveln of 20,000 ppm amd above and with dichForancthane at 15,000 ppm and

above (3,4),

H-4363 & There were no grose of microscuplc: Pffﬂtln attributable to
I=h37% the materfal ebserved {n any of the tissucs examined,w

U-445%:  No grous cffeets attribugablc to the test materfal were
obaerved,  No histopathelupgle effects attributable to
the compound were obsarved in any of the tissucs examined,%

% Lung, trachea, lver, kidiey, brafn, apleen, bowe marrvow, teutis, thymus,
atomach, and fntest fne,




PATHOLOGY = PRACEDURE A (Cont'd,) -

H-4580: Both rats sacrificed 14 dny after exposure had hyper=
inflated and heavy lunga, Mieroscopically, no effects ;
attributable to thice expusurcs could be obscrved in any of the
tissues coxamined,®

PATHOLOGY = PROCKDURE B

- 1t wak becausce of the hoavy lungs observed in. the above two rats thal the
vaprisine desoribed as Procedure Bowas yvun,  When the survivers were sacrificed
14 days afrer this latter exposure, one test rat had a Jung weight in oxcess of
2 prama, The ratlos of lung weight to body weight were compared betveen the
test and control groups and found to be not wignificantly different at the 95%
confidence Tevel,  Microncopically, slipht o moderate focal pulwonary cdema and
hemorrhage vere observed in 2/7 of the survivors from the N=4580 exposure, Theso
effects may not be related to the exporures, Scvere sloughiug of tracheal mucosa
was chuerved dn the test rat that had the heavy lungs.  Mild sloughing was
obscerved dn one test and one control rvat,

The test rots that dicd during exponure to 1=4580 by Proccedure B
thowed mavked puluonary conpeation and cdena upon microscopde ciamination of these
tistuea, No other effectns attvibutable to the teet material were obierved in
any of the other tlnsues exonined %

Atotal of 7 vate, §n cleoven exposuwren, have been exposed to
atmonpheren eontalulng 80% Freon® 1361 and 207 oxypen,  With ong v>rvptlnn. th
cxporures vere oll for four honrs,  The varlooas sauplen of Freen® 138 were
differentially enrfched with "high and “Tow' bollers to give conposite test
mixtares vepreccntal fve of these that would rerult from the extvemen of process
condft bonn, '

Typically, the test m1tvrtnln cavscd frregulay breathing, head ohbing
and wnresponsfvenpnn at the test levele, Thice deaths vocurrad,

The sample enrfehied with "untutulIy-utﬁurrlnu-lmpurtt1(5" caused the only
pathelople offecty obavived,  In one experfment, 2/2 rats socrificed 14 days after
exposure to an atwosphere comtainfog BO7 (v/v) of this materlal had heavier than
mormal Yuuge,  This effect was not accompanted by oy obscervable histo=
patholepic effect, - When this experdment was repeated with ten rats, scven of
which were vacrificed M4 doys aftey exposwve, 6/7 of the lung welghts were wlithin
the povmal range and the ratfos of lung welght to body weight for all seven
woere within normal Hmfts at the 95% confidence level,  Hovever, three rats died
during this exposure, Wstopathologic evaluativn of their tissues revealed only
putmonary hemorvhage and edena,  No histopathelogic effects attributable to the
test material were observed in any of the tissucs from the survivors that were
examined,




 SUWIRARY (Cont'd,)

In general, the results of these taats are in uLlfemPﬁl with those
reported by Paulet (1), They also substantiate our asscssment of Freon® 1381 as
a material of low inhalation toxicity. They also indicate that certain
fluoroalkancs, which can occur in the manafacture of Freon® 1301 by our present
process, arc significantly more toxic than hxnmotxi[lu01umcthun(. Thus current
specification leve's for fwmpurities in FPreen® 1381 for filc extinguf shiment usic
should not be excecded,

REFE BENC I

(1) Manlet, G, Arch, Hn) }__g_f__“ 2_},341 (196?).
(2) Haskel) Loboratory l%c pm.l. No, 23066,
(3) Haskell Laboratory Report No, 128-04,
(4)  Vaskedl Laboratory Ropurt“ﬁo.‘lﬂh-ﬁh.

zﬁ?4£ifii:’

Report hy: £

Richayd s Alarice

Chicl, Inluw

‘ .’avf:’w ’,.A...-gj"/ \'/’:911

.-fo- Wl o B s o0 e i
Yekicy Cla (6n,~JL&/’/
6ﬁﬁlatnnt Irector

Approved by

RSW/ Jeh
Date: Fcbruﬂxx;gﬂu,lﬂﬁg

Toxicology Bectic




erp‘l awkolammucomtmn Sl DRI g e e T e T
A ) - serox sem Gmevr )
o «f.',‘“ﬂmma Embommargmtm(wuwmm BRI ek e
o sx oox e A oeTx
smxzowco cmxmlm FMMMNQ ]f" om0 New

'Group 2

RSMRAES
s ke

U ) Noms: ‘::b

 REFILE AFTER TRIAGE

wmmswmv Tt ha T







#13157A
L

Acute inhalation toxicity is of low concern based on low mortality and clinical signs of head
bobbing, unresponsiveness and irregular breathing in rats exposed to 4 samples of an 80%
freon/20% oxygen mixture for 4 hours. Mortality and corresponding doses were not provided.
Mortality of 3/10 was reported in one experiment. Histopathological examination revealed
pulmonary hemotrhage and edema. The observation of marked pulmonary congestion and edema
- in sample H-4580 was also reported. ‘




